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S I VH S OF CLAIMS 

1 . (Currently Amended) A delayed release oi'al formulation tor enhanced intestinal drug 
oligonucleotide absorption, comprising: 

(a) a first population of carrier particles comprising said tfmg oligonucleotide and 
a penetration enhancer, wherein said dr ttg oligonucleotide and said penetration enhancer 
are released at a first location in the intestine; and 

(b) a second population of carrier particles comprising a penetration enhancer and 
a delayed release coating or matrix, w herein said penetration enhancer is released at a 
second location in said intestine dow nstream from said first location, wherebv absorption 
of said drug oligonucleotide is enhanced when said dr-trg oligonucleotide reaches said 
second location. 

2. (Canceled herein) 

3. (Currently Amended) The formulation of claim 2 1, wherein said the oligonucleotide 
is an antisense oligonucleotide. 

4. (Currently Amended) The formulation of claim 2 J_, w herein the penetration enhancer 
in (a) and (b) is the same. 

5. (Currently Amended) The formulation of claim 3 _]_, wherein the penetration enhancer 
in (a) and (b) is different. 

6. (Currently Amended) The formulation of claim 2 L wherein the penetration enhancer 
is selected from the group consisting of a fatty acid, bile salt, chelating agent and non- 
chelatmg non-surfactant. 
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7. (Original) The formulation of claim (>. w heroin said fatty acid is selected from the 
group consisting of arachidonic acid, oleic acid, lauric acid, capric acid, caprylic acid, 
myrislic acid, palmitic acid, stearic acid, linoleic acid, linolcnic acid, dicaprate, tricaprate, 
monoolein, dilaurin, glyceryl 1 -monocaprate, 1 -dodecyla/ac_\ cloheptan-2-one, an 
acyicarnitine, an acylcholine, a monoglyceride and a pharmaceutical])' acceptable salt 
thereof. 

8. (Original) The formulation of claim 6, wherein said bile acid is selected from the 
group consisting of cholic acid, dehydrocholic acid, deoxycholic acid, glucholic acid, 
glycholic acid, glycodeoxycholic acid, taurocholic acid, taurodeoxycholic acid, 
chenodeoxycholic acid, ursodeoxycholic acid, sodium tauro-24, 25-dihydrofusidatc, 
sodium glycodihydrofusidate, polyoxyethylene-9-lauryl ether and a pharmaceutically 
acceptable salt thereof. 

9. (Original) The formulation of claim 6. wherein said chelating agent is selected from 
the group consisting of EDTA, citric acid, a salicylate, an A'-acyl derivative of collagen. 
laureth-9, an A'-amino acyl derivative of a beta-diketone and a mixture thereof. 

10. (Original) The formulation of claim 6, w herein said non-chelating non-surfactant is 
selected from the group consisting of an unsaturated cyclic urea, 1 -alkyl-alkanone, 1- 
alkenylazacycloalkanone, steroid anti-inflammatory agent and mixtures thereof. 

1 1. (Original) The formulation of claim 1, wherein said formulation is a capsule, tablet, 
compression coated tablet or hi layer tablet. 


12 (Original) The formulation of claim 1. wherein said carrier particles are bioadhesive. 
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13. (Currently Amended) The formulation of elaim !. wherein aid said earrier eomprises 
a substance selected from the group consisting of poly-amino acids, polyiniines, 

poly aery kites, polyalkylacrylates, polyoxet bancs, polyalkylcyanoaery kites, cationi/ed 
gelatins, albumins, starches, acrylates, polyethylene glycol. DEAL: -deri\ ati/ed 
polyiniines, pollulans and celluloses. 

14. (Original) The formulation of claim 1. w herein said carrier particles comprise a 
material selected from the group consisting of chitosan, poly-I. -lysine, polyhistidine, 
polyorni thine, polyspermines. protamine, polyvinylpyridine, polythiodiethylamino- 
methylene P(TDAE), polyaminostyrene. poly(meth\ Icyanoacrylate). 
poly(ethylcyanoacrylate), poly(buty Icyanoacrylate), poly( isobutylcyanoacrylate), 
poly(isohexylcyanoacrylate). DEAE-methacrylate, DEAE-ethylhexylacrylate, DEAE- 
acrylamide, DEAE-albumin, DEAE-dextran, polymethylacrylate, polyhexylacrylate, poly 
(D.L-lactic acid), poly (D, L-lactic-coglycohc acid) (PLGA) and polyethylene glycol 
(PEG). 

15. (Original) The formulation of claim 1, wherein said carrier particles are cationic. 

16. (Currently Amended) The formulation of claim 15, w herein said carrier particles 
comprise a complex of poly-L-lysine and alginate, a complex of protamine and alginate, 
lysine, dilysine. trilysine. calcium, glucosamine, arginine. galactosamine, nicotinamide, 
creatine, iysine-ethyl ester ami or arginine ethyl-ester. 

17. (Original) The formulation of claim 1 wherein said delayed release coating or matrix 
is selected from the group consisting of acetate phthalatc, propylene glycol, sorbitan 
monoleate, cellulose acetate phthalatc (CAP), cellulose acetate tnmellitate. 
hydroxypropyl methyl cellulose phthalatc (F1PMCP). methacrylatcs, chitosan, guar gum 
and polyethylene glycol (PEG). 
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IS. (Currently Amended) A method lor enhancing the absorption of a drug in a animal, 
comprising administering tr+e a pharmaceutical formulation of claim 1 to said animal. 


19. (Original) The method of claim IS, wherein said animal is a mammal. 

20. (Original) The method of claim 19. w herein said mammal is a human. 

21 . (New ) The formulation of claim 3 w herein the antisense oligonucleotide comprises at 
least one modified sugar moiety. 

22. (New) The formulation of claim 21 wherein the modi lied sugar moiety is a 2'- 
methoxyethoxy sugar moiety (2 , -MOlZ). 

23. (New) The formulation of claim 1, wherein the second population of carrier particles 
does not contain said oligonucleotide. 

RK MARKS 

Claims 1 -20 are pending. Claims 1 -20 are rejected. The amendment of claim 1 to 
recite "oligonucleotide" is fully supported in the specification at, for example, page 2, 
paragraph [0005]. Claims 3-6 have been amended to depend from claim 1. Claims 13, 
16 and 18 have been amended to correct typographical errors. Claim 2 has been canceled 
without prejudice. 

New claims 21 and 22 recite modifications to the sugar moiety of the antisense 
oligomer of claim 3, and are fully supported by the specification, for example, at page 23, 
paragraph [00671. 

New claim 23 finds support in the specification at, for example, page 53. 
paragraph [0167]. 

Upon entry of this amendment, claims 1, and 3-23 will he pending. No new- 
matter has been added. 


